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THE MAILING DATE OF THIS C p MMUN s l S A 7c? R N 1 - 1 36 (a) In no event, however, may a reply be timely filed 
' earned patent term adjustment. See 37 CFR 1 704(b). 

^pensive to communication(s) filed on 28 «W,r j,rf -001 m\ 15 February 0202 . 
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4) H Claim(s) 1£44 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) 12 Claim(s) 17-44 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) Q Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

gfl The specification is objected to by the Examiner. 

1 0 D The drawls) filed on _ is/are: a)D accepted or b)D ejected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be he,d in abeyance. See 37 CFR 185(a). 
Applicant may nm h aDDr oved bO disapproved by the Examiner. 

1 1) D The proposed drawing correction filed on is. a)U approved dju w 

If approved, corrected drawings are required in reply to this Office action. 

12) Q The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§119 and 120 
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Application/Control Number: 09/939,689 age 
Art Unit: 1653 

1 . The appropriate maintenance fees for U.S. Patent No. 5,098,893 have been paid, and 
therefore the reissue procedures are available for this patent. 

2. This application is objected to under 37 CFR 1.172(a) as lacking the written consent of 
all assignees owning an undivided interest in the patent. The consent of the assignee must be in 
compliance with 37 CFR 1.172. See MPEP § 1410.01. 

A proper assent of the assignee in compliance with 37 CFR 1.172 and 3.73 is required in 

reply to this Office action. 

While a copy of the consent of the assignee to reissue application 09/270,791 has been 
submitted, the instant reissue application is a different application, and the rules do not provide 
any basis for assuming that consent to one reissue application transfers to any or all continuation 
reissue applications which may be filed. 

3 The original patent was actually surrendered during the prosecution of the parent reissue 
application 09/270,791, and therefore the requirement set forth in 37 CFR 1 178(a) has been 
satisfied. 

4. Applicant is reminded of the continuing obligation under 37 CFR 1 .178(b), to timely 
apprise the Office of any prior or concurrent proceeding in which Patent No. 5,098,893 is or was 
involved. These proceedings would include interferences, reissues, reexaminations, and 
litigation. 

Applicant is further reminded of the continuing obligation under 37 CFR 1.56, to timely 
apprise the Office of any information which is material to patentability of the claims under 
consideration in this reissue application. 
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These obUgatos res, wi«h each indrvidua, associated with «he filing and prosecution of 
fti, application for reissue. See a,so MPEP §§ 1404, 1442.01 and ,442.04. 
5 The reissue oa.Wdedara.ion filed w,.h .his application is defective because i. fads ,o 
con* a socmen, .ha. a.l errors wh,ch are being cor.ec.ed in .be reissue application up .0 .he 
u me of filing of .he oatiVdeclaration arose without any deceptive in.en.ion on .he par. of .he 

applicant See 37 CFR 1.175 and MPEP § 1414. 

While copies of two of.be reissue oa.hs/dec,ara.ions fiom reissue application 09/270,79, 
Have been submitied, .bese oa.hs/dec,ara.ions necessarily refer .o .he errors being co.rec.ed in 
A* application. The ins.an. continuation reissue application con.ains claims which are differen. 
from .hose which are presen. in reissue application 09/270,791, and .herefore is presumably 

correcting differen. errors .ban the ones which were cor.ec.ed in reissue application 09/270,79,. 

Accordingly a new reissue oath-declaration specifically drawn ,o errors being corrected ,n tins 

application is required. 

Claims 17-44 are rejected as being based upon a defective reissue declaration under 35 

U S C 251 as set forth above. See 37 CFR 1.175. 

The nature of the defects) in .be declaration is se. forth in .he discussion above in .his 

Office action. 

6 Claims 21, 31, 37-39, and 4, are rejeCed under 35 U.S.C. 25. as being based upon new 
ma«er added.o.be paten, for which reissue is sought. The added materia, which is not 
supported by tire prior pa.en. is as fo,,ows: There is no origina, disCosure supporting .be 
exclusion of rennin as is reci.ed in ins,an, claims 2,, 3,, 37, 39, and 4,. Rennin is no, mentioned 
in .he disclosure, and silence in tire specification ,s no. support for a negative claim ,im,.a.,on. 
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See Ex parte Grasselli, 231 USPQ 393, afFd on reconsideration 231 USPQ 395 (Bd. App. 
1983). Accordingly, the negative claim limitations in these claims constitute new matter. Claim 
38 recites dissolution in an aqueous solution having a pH of about 7, which embraces dissolution 
at slightly acidic P Hs. However, there is no original disclosure in the specification of dissolution 
at slightly acidic pHs, the only pHs recited in the sections of the specification cited by Applicants 
ranging from 7.0 to 7.6. Accordingly, the pH range recited in claim 38 is new matter. 
7. Claims 21, 31, 37-39, and 41 are rejected under 35 U.S.C. 112, first paragraph, as 
containing subject matter which was not described in the specification in such a way as to 
reasonably convey to one skilled in the relevant art that the inventor(s), at the time the 
application was filed, had possession of the claimed invention. There is no original disclosure 
supporting the exclusion of rennin as is recited in instant claims 21, 31, 37, 39, and 41. Rennin is 
not mentioned in the disclosure, and silence in the specification is not support for a negative 
claim limitation. See Ex parte Grasselli, 23 1 USPQ 393, affd on reconsideration 23 1 USPQ 395 
(Bd. App. 1983). Claim 38 recites dissolution in an aqueous solution having a pH of about 7, 
which embraces dissolution at slightly acidic pHs. However, there is no original disclosure in 
the specification of dissolution at slightly acidic pHs, the only pHs recited in the sections of the 
specification cited by Applicants ranging from 7.0 to 7.6. Accordingly, the pH range recited in 
claim 38 is not supported by the original disclosure of the invention. 
8. Claims 17-25, 40, and 42-44 are rejected under 35 U.S.C. 1 12, second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. There is no antecedent basis in the claims for the phrase "said 
step of forming" at claim 17, page 3 of the amendment filed February 15, 2002, line 6, and at 
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claim 18, line 1 . The only forming mentioned in the independent claim occurs in the dissolving 
step; however, it is clear that these sections of the Cairns should be referring to the evaporating 
step. Claim 40 at line 9 recites that the biologically active material can be an enzyme, and at line 
,2 recites that the biologically active material can not be an enzyme. Accordingly, it is not clear 
if enzymes are embraced within the scope of the claim. Claims 42-44 arc indefinite for the same 
reason. 

9. Claim 18 is objected to because of the following informalities: At claim 18, lines 1-2, 

"subatmospheric" should be one word. Appropriate correction is required. 

1 0 The nonstatutory double patenting rejection is based on a judicially created doctrine 

improper timewise extension of the tight to exclude granteany p 2 9USP02d 2010 (Fed. 
haLmen, by multiple ^ Vs'l^On.J, 686 

«8 F.2d 528, 163 USPQ 644 (CCPA _19 9 . 
A timelv filed terminal disclaimer in compliance with 37 CFR 1 .321(c) may oe useoiu 
av«co^^^%^ ejection based on a nonstatutory double patenting ; ground 
"d the conflicting application or patent is shown to be commonly owned with this 

^tffectt LuS registered attorney or .entofr^a terminal 

disclaimer. A terminal disclaimer signed by the assignee must fully comply with 37 
CFR 3.73(b). 

1 1 . Claims 26-44 are provisionally rejected under the judicially created doctrine of 
obviousness-type double patenting as being unpatentable over all of the claims of copending 
Application No. 09/270,791. Although the conflicting claims are not identical, they are not 
patentably distinct from each other. The '791 application claims the compositions claimed in 
instant claims 26-3 1 (see, e.g., claims 19, 30, and 115), with the exception that the '791 
application does not claim a weight ratio of purified biologically active material to carrier 
substance or a dissolution pH. It would have been obvious to one of ordinary skill in the art to 
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determine all operable and optimal weight ratios and dissolution P Hs for the claimed 
compositions of the '791 application because weight ratio is an art-recognized result-effective 
variable which is routinely determined and optimized in the chemical composition and 
pharmaceutical arts, and because P H is an art-recognized result-effective variable which is 
routinely determined and optimized in the chemical solution and pharmaceutical arts. Further, 
product-by-process claims suggest the processes recited therein. Claims 39-44 are anticipated by 

numerous compositions claimed in the '791 application, e.g., by claims 19 and 25. 

This is a provisional obviousness-type double patenting rejection because the conflicting 

claims have not in fact been patented. 

12. Claims 26-44 are provisionally rejected under the judicially created doctrine of 
obviousness-type double patenting as being unpatentable over claims 17-71 of copending 
Application No. 09/939,688. Although the conflicting claims are not identical, they are not 
patentably distinct from each other. Although the conflicting claims are not identical, they are 
not patentably distinct from each other. The '688 application claims the compositions claimed in 
instant claims 26-3 1 (see, e.g., claims 23, 37, and 63), with the exception that the '688 
application does not claim a weight ratio of purified biologically active material to carrier 
substance or a dissolution pH. It would have been obvious to one of ordinary skill in the art to 
determine all operable and optimal weight ratios and dissolution pHs for the claimed 
compositions of the '688 application because weight ratio is an art-recognized result-effective 
variable which is routinely determined and optimized in the chemical composition and 
pharmaceutical arts, and because pH is an art-recognized result-effective variable which is 
routinely determined and optimized in the chemical solution and pharmaceutical arts. Further, 
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product-by-process claims suggest the processes recited therein. Claims 39-44 are anticipated by 
numerous claims in the '688 application, e.g., by claims 47, 54, and 65. Further, a method of 
making claim suggests claims drawn to the products made by the method. 

This is a r^isjonal obviousness-type double patenting rejection because the conflicting 
claims have not in fact been patented. 

13. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(e) the invention was described in- 

treaty in the English language; or 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
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claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1 .56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 

For the purposes of this invention, the level of ordinary skill in the art is deemed to be at 
least that level of skill demonstrated by the patents in the relevant art. Joy Technologies Inc. v. 
Ouigg 14 USPQ2d 1432 (DC DC 1990). One of ordinary skill in the art is held accountable not 
only for specific teachings of references, but also for inferences which those silled in the art 
may reasonably be expected to draw. In re Hoeschele, 160 USPQ 809, 811 (CCPA 1969). In 
addition one of ordinary skill in the art is motivated by economics to depart from the prior art to 
reduce costs consistent with desired product properties. In re Clinton, 188 USPQ 365, 367 
(CCPA 1976); In re Thompson, 192 USPQ 275, 277 (CCPA 1976). 

14. Claims 39-43 are rejected under 35 U.S.C. 102(b) as being anticipated by the Townsend 
et al article. The Townsend et al article teaches lyophilized mixtures comprising RNase (a 
peptide) and one of Ficoll 70, sucrose, and polyvinylpyrrolidone as protectants of RNase 
activity. The mixtures are amorphous, which is consistent with their being in a glassy state. For 
Ficoll 70, for PVP, and for sucrose at pH 10.0 and 6.4, at least 53% of the initial activity is 
retained after 30 days storage at 45°C, which is consistent with Applicants' claimed retained 
activity for a longer period of time but at a lower temperature. See, e.g., the Abstract and 
Figures 4-6. In view of the similarity in the components of the compositions, the compositions' 
amorphous state, the protectant function of the Ficoll 70, sucrose, and polyvinylpyrrolidone, and 
the retained activity of the compositions, the compositions of the Townsend et al article are 
deemed inherently to have the same storage stability and the same T g claimed by Applicants and 
are deemed to anticipate the compositions claimed by Applicants. Sufficient evidence of 
similarity between the compositions of the Townsend et al article and Applicants' claimed 
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compositions is deemed to be present to shift the burden to Applicants to show that their claimed 
compositions are unobviously different than those of the Townsend et al article. Note that even a 
patentable difference in the process of making does not necessarily impart patentability to 
product-by-process claims where the product is otherwise anticipated by the prior art. With 
respect to those claims containing the limitation excluding enzymes, see the above rejection 
under 35 U.S.C. 1 12, second paragraph. In any event, Ribonuclease A is not rennin, and Ficoll 
70, sucrose, and polyvinylpyrrolidone are not maltotriose. 

15. Claims 26, 28-31, and 43 are rejected under 35 U.S.C. 102(e) as Koyama et al. Koyama 
et al teach stabilized water-soluble dry solid compositions comprising proteinaceous bioactive 
substances, for example hormones. Aqueous solutions of the proteinaceous bioactive substances 
are combined with aqueous solutions a polysaccharide composed mainly of maltotriose units at a 
ratio of polysaccharide:protein of preferably 1 to 10,000. The weight ratio of the polysaccharide 
to the substance is at least 0.5, preferably from 1.0 to 10000. The combined solutions are then 
dried, either by conventional procedures at reduced pressure and a temperature below 30°C, or 
else by freeze-drying. In one series of examples, greater than 90% of activity is retained after 
storage at 37°C for one month, which is consistent with Applicants' requirement for at least 53% 
retained activity after storage for 8 weeks at 25°C. The dry solid can be formed into a tablet. 
See, e.g., the Abstract; column 2, lines 10-24 and 38-66; Experiment 3; and the Examples. In 
view of the similarity in the components of the compositions and the retained activity of the 
compositions, the compositions of Koyama et al are deemed inherently to have the same storage 
stability, and T g claimed by Applicants and are deemed to anticipate the compositions claimed 
by Applicants. Sufficient evidence of similarity between the compositions of Koyama et al and 
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Applicants' claimed compositions is deemed to be present to shift the burden to Applicants to 
show that their claimed compositions are unobviously different than those of Koyama et al. Note 
that even a patentable difference in the process of making does not necessarily impart 
patentability to product-by-process claims where the product is otherwise anticipated by the prior 



art. 



16. Claims 32-34, 36, and 37 are rejected under 35 U.S.C. 103(a) as being obvious over 
Koyama et al as applied against claims 26, 28-3 1 , and 43 above, and further in view of 
Applicants' admission of the prior art at column 1, lines 59-62; column 4, lines 57 - 66; and 
column 5, lines 3-8. Koyama et al do not teach any examples in which conventional drying 
procedures at reduced pressure and a temperature below 30°C are used. However, it would have 
been obvious to one of ordinary skill in the art at the time Applicants' invention was made to 
form the dried compositions of Koyama et al using conventional drying procedures at reduced 
pressure and at a temperature below 30°C because as admitted by Koyama et al, such drying 
procedures are conventional and are suitable for producing Koyama et al's desired products, and 
because as admitted by Applicants at column 1, lines 59-62, of the application, freeze-drying is 
costly in capital and energy and is irreproducible. Regardless of the method used to produce the 
dried compositions of Koyama et al, the dried compositions of Koyama et al would have been 
expected to have a T g greater than 20°C because as admitted by Applicants at column 4, lines 59- 
60, the T g for maltotriose is 76°C and as admitted by Applicants at column 5, lines 3-8, the T g for 
water-soluble or water-swellable synthetic polymers is a function of molecular weight. 
Accordingly, the T g for Koyama et al's polysaccharide composed mainly of maltotriose units 
would have been expected to be even higher than the 76°C for a maltotriose monomer. The T g 
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for Koyama et al's proteinaceous bioactive substances would also have been expected to be 
relatively high because the proteins are also water-soluble polymers of relatively high molecular 
weight. Even if Koyama et al's dried compositions were to contain several percent residual 
water after drying, in view of Applicants' admitted rule-of-thumb at column 4, lines 63-65, of an 
approximately 6°C decrease in T g for each percent of moisture added, the dried compositions 
would still have a T g greater than 20°C in view of the relatively high T g of the major 
components. 

17. Claims 17, 19, 25, 40, and 42-44 are rejected under 35 U.S.C. 102(b) as being anticipated 
by the Shah dissertation. The Shah dissertation teaches combining rennin, an enzyme, with 
preservatives such as gelatin (a synthetic polymer as well as a water soluble and a water- 
swellable synthetic polymer), dextrin, hydroxyethyl starch, and sucrose (a disaccharide) in an 
aqueous solution and spray-drying the aqueous solution. Spray drier residence time is about 1 5 
seconds. The air temperature at the bottom (exit) of the drier is 160°F (71°C). The spray-drying 
results in a dried product having from 0.5% to 3.5% water. As high as 93% of activity is 
retained after storage at 37°C for four months, which exceeds Applicants' requirement for at 
least 53% retained activity after storage for 8 weeks at 25°C. See, e.g., page 42, lines 1-9; pages 
98-99; page 169, lines 1-1 1 ; and page 172, lines 3-7. Spray drying occurs without sublimation of 
water, without freezing of water, and without cooling below 20°C, and results in evaporation of 
liquid water from the sprayed droplets of the aqueous solution to be dried. In view of the 
similarity in the components of the compositions, the drying procedures, the water contents of 
the dried compositions, and the retained activity of the dried compositions, the compositions of 
the Shah dissertation are deemed inherently to have the same T g and to be in the same glassy 
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state claimed by Applicants and are deemed to anticipate the compositions claimed by 
Applicants. Sufficient evidence of similarity between the dried compositions of the Shah 
dissertation and Applicants' claimed compositions is deemed to be present to shift the burden to 
Applicants to show that their claimed compositions are unobviously different than those of the 
Shah dissertation. Note that even a patentable difference in the process of making does not 
necessarily impart patentability to product-by-process claims where the product is otherwise 
anticipated by the prior art. With respect to those claims containing the limitation excluding 
enzymes, see the above rejection under 35 U.S.C. 1 12, second paragraph. 
18. Claims 17, 19, 25, 40, and 42-44 are rejected under 35 U.S.C. 102(b) as being anticipated 
by the Shah dissertation as applied against claims 17, 19, 25, 40, and 42-44 above, and further in 
view of Applicants' admission of the prior art at column 4, line 66, and column 5, lines 3-8; and 
further in view of Forsthoff. The dried compositions of the Shah dissertation would have been 
expected to have a T g greater than 20°C because as admitted by Applicants at column 4, line 66, 
the T g for sucrose is 55°C and as admitted by Applicants at column 5, lines 3-8, the T g for water- 
soluble or water-swellable synthetic polymers is a function of molecular weight. Accordingly, 
the T g for the Shah dissertation's dried compositions comprising sucrose and minimal amounts 
of water would have been expected to be about 55°C. The T 6 for the Shah dissertation's dried 
compositions comprising gelatin, dextrin, or hydroxyethyl starch and minimal amounts of water 
would also have been expected to be relatively high because the preservatives are water-soluble 
polymers of relatively high molecular weight. Forsthoff shows that rennin (i.e. rennet or 
chymosin) is pharmacologically active (see, e.g., the Abstract). 
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,9. Claims 26-29, 32-35, and 38 are rejected under 35 U.S.C. 103(a) as being obvious over 
th e Shah dissertation. Applicafon of the Shah dissertation is the same as in the above rejections 
of claims 17, 19, 25, 40, and 42-44. The Shah dissertation does not teach Applicants" Calmed 
weigh, ratios of biologically active materia, to carrier substance or Applicants' claimed 
dissolution pHs. It would have been obvious to one of ordinary skill in the art a. the time 
Applicants' invention was made to determine all operable and optima, weigh, ratios of the rennin 
and the preservatives and a,, operable and optimal dissolution pHs in the Shah dissertation 
because weight ratio and P H are art-recognized result-effective variables which are routinely 
determined and optimized in the chemical arts. 

20. Claims 18 and 20-24 are novel and unobvious over the prior art of record or any 
combination thereof. With respect to claim ,8, the prior art of record does no, teach drying a 
composition comprising ,he recited purified biologically active materials to a water content of no 
more than 4 wt. % by evaporating water at subatmospheric pressure while heating to a 
temperature of a, 30-80°C. No,e ,ha, the Townsend e, al article freezes rather than heats in 
order to dry its compositions, ,ha, Koyama et al do no, teach or suggest a water content of no 
more than 4% by weigh,, and ,ha, the Shah dissertation does not teach or suggest subatmospheric 
pressures. With respect to claims 20-24, the prior art of record does not .each drying a 
composition comprising the recited purified biologically active materials to a water content of no 
more ,ha» 4 wt. % by evapora,ing liquid wa,er a, a temperature not exceeding WC Note that 
the Townsend e, al article freezedries rather than hea,s in order to dry its compositions, that 
Koyama e, al do no, .each or sugges. a wa.er con,en« of no more than 4% by weigh,, and ,ha, ,he 
Shah dissertation does no, .each or sugges. ,he reci,ed purified biologically active materials. 
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2 1 . Applicant is notified that any subsequent amendment to the specification and/or claims 
must comply with 37 CFR 1 .173(b). 

22. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Jeffrey E. Russel at telephone number (703) 308-3975. The 
examiner can normally be reached on Monday-Thursday from 8:30 A.M. to 6:00 P.M. The 
examiner can also be reached on alternate Fridays. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor Christopher Low can be reached at (703) 308-2923. The fax number for Art Unit 
1653 for formal communications is (703) 305-3014; for informal communications such as 
proposed amendments, the fax number (703) 746-5175 can be used. The telephone number for 
the Technology Center 1 receptionist is (703) 308-0196. ^ ^ ^ (J^xJ^Q 




Jeffrey E. Russel 
Primary Patent Examiner 
Art Unit 1653 



JRussel 
May 24, 2002 



